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Editorial: on the road towards treatment of gastroparesis—
accelerating, but do we get closer? Authors' reply

We thank Dr Wuestenberghs and Professor Gourcerol for their

thoughtful response to our manuscript.l'2

As they note, it is a para-
dox of gastroparesis treatment that, while the goals are to improve
both symptoms and the underlying motility disorder, symptomatic
improvement does not correlate well with acceleration of gastric
emptying. Our study showed that velusetrag improved gastric emp-
tying. Our lack of data on symptom improvement was mentioned as
a limitation of our study in the Discussion section.?

We recognise that symptomatic improvement is needed for clin-
ical benefit, and we believe that this could have been shown if the
study had been designed with symptom improvement as the primary
endpoint and powered accordingly. The velusetrag clinical develop-
ment programme was designed in accordance with the US Food and
Drug Administration (FDA) Guidance for Industry on clinical evalua-
tion of drugs for treatment of gastroparesis.3 For the phase 2a study
reported, the priorities were to establish that velusetrag accelerates
gastric emptying in patients with gastroparesis, does not worsen
gastric emptying in any subset of patients and does no significant
harm in the intended patient population. Once proof of concept and
safety in patients with gastroparesis were established, as reported
in the manuscript, a phase 2b study of velusetrag in patients with
gastroparesis (clinicaltrials.gov NCT02267525) was conducted per
FDA guidance for phase 2 efficacy assessment with improvement
in gastroparesis symptoms based on patient-reported outcomes
(PROs) as the primary endpoint.>* The phase 2b study also piloted
the use of a proposed new instrument, a 24-hour version of the
Gastroparesis Cardinal Symptoms Index (GCSI-24H), for clinical tri-
als in gastroparesis as suggested by the FDA guidance document.®
As reported at Digestive Disease Week 2019 and United European
Gastroenterology Week 2019, treatment with velusetrag 5 mg vs
placebo resulted in numerical improvement in the GCSI-24H total
score at week 4 and in all individual symptom domains, particularly in
patients with idiopathic gastroparesis.>® This work is in final prepa-
ration for manuscript submission, and we anticipate it will be avail-
able soon.

Chris N. Barnes, David Shaywitz and Daniel Canafax were employees of Theravance
Biopharma US, Inc., at the time the work was performed.

AP&T invited editorial columns are restricted to discussing papers that have
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